HISTAMINE is a normal constituent of living tissue. It is, however, held there in an inactive form and will only produce its profound pharmacological effects if released as free histamine. We are still uncertain of the part this tissue histamine plays in normal physiological processes but because of the similarity of the effects of injected histamine and some of the manifestations of allergy, it has been considered likely for thirty years that in the allergic state a release of histamine occurs as a result of the union of antigen and antibody within the tissues of the individual.
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In animals it has been conclusively proved that histamine is released from the tissues during anaphylaxis, and the drug is in large measure responsible for the manifestations of this condition (Bram Rose, 1947) , (Gaddum 1948) . In man the evidence that such a release of histamine occurs in the allergic state is by no means conclusive but there is a large body of circumstantial evidence which makes this a most likely hypothesis. It has been demonstrated that there is a release of histamine from the skin when an antigen to which the patient is sensitive is brought in contact with it. It has also been shown that when the blood of a hay fever subject is mixed with the allergen, there is a release of physiologically active histamine from the white blood cells. The classical experiments of Lewis (1927) drew attention to the marked similarity between naturally occurring urticaria and the weal and flare which result when histamine is injected into the skin. In contrast, however, to the ease with which histamine can be removed from the artificially produced weal, no one has so far been able to extract histamine or a histamine-like substance from the natural urticarial weal. (Adam, 1948 (Weiss, 1932) . This is in contrast to many experimental animals in which the predominant effect produced is spasm of plain muscle. It has also been noted in man that whereas in the healthy subject this administration of histamine does not produce broncho-spasm, ln the asthmatic subject bronchospasm is produced and the degree of spasm is in direct proportion to the clinical severity of the asthma (Curry, 1946) . It seems that in such persons there is an idiosyncrasy to histamine which is evident only in the part of the body affected.
In other experimental histamine studies it has been noted that antihistamine drugs will prevent the effects of parenterally administered histamine including the histamine produced bronchospasm in the asthmatic though they have little effect in relieving naturally occurring bronchospasm (Curry and Lowell, 1948 (Staub, 1939 (Halpern, 1946) . This means that the production of histamine and the allergic state which is giving rise to its release are not directly influenced. All members of this group of drugs have properties other than their antihistamine action. The two properties which are important are a local anaesthetic action and an anti-acetyl choline effect. They have other actions as well but these are more of interest to the pharmacologist than the clinician. Of all the antihistamine drugs anthisan has the least anti-acetyl choline effect (Schild, 1947) , making it the most suitable drug for experimental study. Benadryl and antistin have both considerable atropine-like properties. This is evidenced by the dryness of the mouth which benadryl frequently produces.
Lewis noted many years ago that local anaesthetics would modify significantly the histamine skin weal and it has been shown that antihistamine drugs also have this effect. The question arises whether this is due to a local anaesthetic action or the antihistamine effect of the drug. The problem has been considerably clarified by the work of (Code et al. 1948) , who studied the relationship between the local anaesthetic and antihistamine properties of the drugs on the skin. He found that the effects were independent of one another. Drugs with the strongest local anaesthetic action were the weakest antihistamines and he also noted that the antihistamine effect persisted after the local anaesthetic action had worn off.
The reduction of the weal is easily explained by the local action of the antihistamine drug blocking the histamine receptors. But the reduction of the flare is not so easily explained. As (Feinberg, 1946) , and in our experience antistin will produce side effects in about the same frequency. 
